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Physiological conversion of the maternal spiral arteries is key to a successful human pregnancy. It
involves loss of smooth muscle and the elastic lamina from the vessel wall as far as the inner third of the
myometrium, and is associated with a 5–10-fold dilation at the vessel mouth. Failure of conversion
accompanies common complications of pregnancy, such as early-onset preeclampsia and fetal growth
restriction. Here, we model the effects of terminal dilation on inﬂow of blood into the placental inter-
villous space at term, using dimensions in the literature derived from three-dimensional reconstructions.
We observe that dilation slows the rate of ﬂow from 2 to 3 m/s in the non-dilated part of an artery of 0.4–
0.5 mm diameter to approximately 10 cm/s at the 2.5 mm diameter mouth, depending on the exact
radius and viscosity. This rate predicts a transit time through the intervillous space of approximately 25 s,
which matches observed times closely. The model shows that in the absence of conversion blood will
enter the intervillous space as a turbulent jet at rates of 1–2 m/s. We speculate that the high momentum
will damage villous architecture, rupturing anchoring villi and creating echogenic cystic lesions as evi-
denced by ultrasound. The retention of smooth muscle will also increase the risk of spontaneous
vasoconstriction and ischaemia–reperfusion injury, generating oxidative stress. Dilation has a surpris-
ingly modest impact on total blood ﬂow, and so we suggest the placental pathology associated with
deﬁcient conversion is dominated by rheological consequences rather than chronic hypoxia.
 2009 Elsevier Ltd. Open access under CC BY license.1. Introduction
Normal pregnancy demands that two distinct but inter-related
changes in cardiovascular function take place in tandem. First, the
blood supply to the uterus is enhanced and a maternal circulation
to the placenta is established, effectively diverting blood away from
the lower limbs. Second, several haemodynamic adjustments in the
mother’s circulation occur; her blood volume and cardiac output
increase quickly by over one third, yet her blood pressure falls [1].
This apparent paradox is reconciled by a profound reduction in
systemic vascular resistance until mid-gestation [2], along with
a reduction in blood viscosity due largely to haemodilution. These
adjustments are synergistic in promoting an effective uteropla-
cental blood supply.ological Laboratory, Downing
6; fax: þ44 1223 333840.
Y license.A range of common complications of pregnancy, encompassing
recurrent ﬁrst and second trimester losses, fetal growth restriction
(FGR), early-onset preeclampsia, spontaneous preterm labour and
preterm premature rupture of the membranes, are associated with
varying degrees of failure to anatomically transform the spiral
arteries of the placental bed [3–6]. In addition, these complications
are often associated with abnormal maternal adaptations to preg-
nancy in the second trimester, including failure to gain weight, lack
of blood pressure reduction, and persistent non-pregnant haema-
tocrit levels [7,8].
Most of these pregnancy complications are unique to the
human, and may relate to the fact that our invasive form of
implantation, and subsequent haemochorial placentation, poses
special haemodynamic challenges. These fall into two principal
categories. Firstly, the spiral arteries of the human uterus perform
contrasting roles during the menstrual cycle and in pregnancy.
During the cycle they supply the endometrial stroma and the
glands in preparation for implantation by the blastocyst, yet must
retain the ability to contract as the upper layers of decidualized
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loss (Fig. 1a). Following implantation and embryogenesis, however,
an inviolable supply is required to meet fetal demands, beginning
in the second trimester but becoming critical towards the end of
gestation due to fetal growth. Secondly, in the haemochorial situ-
ation the delicate fetal villi perfused by the low-pressure devel-
oping fetal circulation are immersed in maternal blood circulating
at a potentially much higher pressure and velocity. It is essential,
therefore, that the spiral arteries adapt so that they are capable of
delivering large quantities of blood to the placental intervillous
space, but at an appropriate rate and pressure. Conversion of the
spiral arteries reconciles these various demands, and is key to
a successful pregnancy.
Several recent publications have comprehensively reviewed the
cellular mechanisms by which the spiral arteries undergo physio-
logical conversion during early pregnancy [9–12]. Here, we
consider the consequences of conversion in terms of the haemo-
dynamics of intervillous blood ﬂow. The principal aim is to clarify
the roles that conversion serves, in order that we understand better
the impact of failure of that process in pregnancies complicated by
placentally related pathologies.2. Anatomy of the uteroplacental circulation
2.1. Non-pregnant state
The uterus is supplied by the left and right uterine arteries,
which ascend along the lateral aspect within the broad ligament
(Fig. 2), and terminate by anastomosing with the respective ovarian
artery. At intervals along their length the vessels give rise to arcuate
arteries that pass medially and penetrate the myometrium. The
arcuate arteries divide almost immediately into anterior and
posterior branches that run circumferentially between the outer
and middle thirds of the myometrium, and anastomose freely withFig. 1. a) A photomicrograph of the human endometrium on the fourth day of menstruation
photomicrograph of spiral arteries in a rhesus monkey during the phase of ovulation injected
a marked constriction (asterisked) can be seen in the spiral artery in the junctional zone
through the myometrium (M) and endometrium (E) before opening into the intervillous sp
given as 2.4 mm. Reproduced from Refs. [83], [15] and [16] respectively with permission otheir counterparts from the opposite side in the midline. During
their course the arcuate arteries give rise to the radial arteries that
are directed towards the lumen of the uterus. As they approach the
myometrial–endometrial boundary each radial artery gives off
lateral branches, the basal arteries that supply the myometrium
and the deeper basalis parts of the endometrium, and continues as
a spiral artery [11]. The spiral arteries are highly coiled within the
basalis and the deeper parts of the functionalis, but as they
approach the uterine lumen they suddenly narrow, and divide into
several smaller branches that follow a straighter course before
terminating in a capillary plexus just beneath the uterine epithe-
lium. As it passes through the endometrium each spiral artery also
gives off small branches supplying the capillary plexus surrounding
the uterine glands.
In the non-pregnant state the walls of the spiral and radial
arteries contain large quantities of smooth muscle equipped with
a rich autonomic innervation. Hence, they are highly responsive to
both exogenous and endogenous adrenergic stimuli [13,14]. The
myometrial segment of the spiral artery just proximal to the
myometrial–endometrial junction seems particularly important in
this respect, as constrictions have been noted to be common at this
point in both the human and the rhesus monkey (Fig. 1b) [14–16].
The inner myometrium is now recognised to be a specialised
region, often referred to as the junctional zone [17]. Spontaneous
vasoconstriction of the spiral artery in this region was observed by
Markee to precede, and possibly induce, menstruation in the rhesus
monkey, but also serves to limit blood loss from the disrupted distal
end of the artery during the menses [18].2.2. Changes in pregnancy
During early pregnancy endovascular extravillous trophoblast
cells migrate down the lumens of the spiral arteries, while inter-
stitial trophoblast cells migrate through the endometrial stromashowing an eroded spiral artery (arrowed) projecting freely into the uterine lumen. b) A
with India ink in gelatin. The arrow marks the endometrial–myometrial boundary, and
just below. c) Reconstruction from serial sections of a converted spiral artery passing
ace through the basal plate of a term placenta. The widest dimension of the opening is
f the Carnegie Institute of Washington.
Fig. 2. Diagrammatic representation of uterine and placental vasculature (red shading¼ arterial; blue shading¼ venous) in the non-pregnant, pregnant and immediate post-
partum state. Normal pregnancy is characterized by the formation of large arterio-venous shunts that persist in the immediate post-partum period. By contrast pregnancies
complicated by severe preeclampsia are characterized by minimal arterio-venous shunts, and thus narrower uterine arteries. Extravillous cytotrophoblast invasion in normal
pregnancy (diamonds) extends beyond the decidua into the inner myometrium resulting in the formation of funnels at the discharging tips of the spiral arteries. Contrast with
severe preeclampsia. (Prepared by Ms. Leslie Proctor, MSc.)
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nancy, the interstitial trophoblast cells invade as deep as the inner
third of the myometrium, where they progressively transform into
immotile giant cells (Fig. 2). Both endovascular and interstitial
invasion are associated with the physiological conversion of the
spiral arteries, although the molecular mechanisms involved are
still unclear [9,11]. During this process the arteries loose the smooth
muscle in their walls and their elastic lamina, and as a result it is
commonly stated that the vessels dilate and are converted into
ﬂaccid conduits. The extent of conversion varies across the
placental bed, and is greatest in the central region where tropho-
blast invasion is most extensive [19].
The ﬁnal outcome was elegantly demonstrated by Harris and
Ramsey, who performed three-dimensional reconstructions of
a number of spiral arteries from hysterectomy specimens at various
stages of pregnancy [16]. They observed that the arteries undergo
a generalised, but non-uniform, dilation as pregnancy advances,
with considerable variation in size between arteries within the
same specimen, and even at different points along individual
arteries. Most importantly, they found that the terminal coils of the
spiral arteries are enormously dilated, often reaching 2–3 mm in
diameter. This transition is quite abrupt, so that the dilated
segments form a funnel-shaped chamber that opens through the
basal plate, often with a slit-like oriﬁce. Thus, they depicted theterminal part of a spiral artery at term having a maximum diameter
of 2.4 mm (Fig. 1c), which represents an approximately 4-fold
increase in the diameter of the vessel at the myometrial–endo-
metrial boundary and within the endometrium. Why only the ﬁnal
section of a converted artery is involved in this exaggerated dila-
tation is not clear, but it may be sculpted by the extent of the
endovascular invasion of the vessels in early pregnancy. Initially the
invasion is so extensive that the tips of the arteries are effectively
plugged by the trophoblast cells [14,20], and so there is little, if any,
maternal blood ﬂow into the placenta (Fig. 3).
Equally, it shouldbe remembered that trophoblast invasion reaches
neither the radial arteries, nor the arcuate and uterine arteries. None-
theless, all these undergo profound dilation during pregnancy, partic-
ularly beneath the implantation site [21,22]. Fromunique radiographic
studies Burchell observed that the diameter of the uterine artery
doubles by 6.5 weeks of pregnancy. He also observed another unique
property of the uterine circulation during pregnancy, namely that the
diameter of the vessels increases, rather than decreases, as they
approach their target organ. Thus, by mid-pregnancy the diameter of
the arcuate arteries exceeds that of the uterine vessels, and by term
some are twice the diameter [22]. This progressive dilation is reﬂected
in sonographic measurements demonstrating that the peak systolic
velocityandpulsatility index arehigher in theuterine arterycompared
to the arcuate artery (Fig. 3) [23].
Fig. 3. Representative real-time and colour/pulsed Doppler images of placental development at 12 weeks gestation. a) Transverse view of body of uterus outlining the uterine wall
(outer line) with an anteriorly located placenta (inner line). b) The same view with colour Doppler (at conventional arterial setting of 38 cm/s). Note ﬂow signals in this range are
conﬁned to the myometrium. c) Colour/pulsed Doppler identiﬁcation of the proximal left uterine artery. Note low-impedance waveformwith high (135 cm/s) peak systolic velocity.
d) Colour-pulsed Doppler identiﬁcation of arterial signals in the lateral myometrium, above the left proximal uterine artery. Note low-impedance waveform similar to Fig. 3c but at
lower (56 cm/s) velocity. No such signals are observed entering the basal plate of the placenta. Whilst these images suggest intra-myometrial shunting at the end of the ﬁrst
trimester, the extent to which this phenomenon occurs in the second and third trimesters requires further research.
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response to endocrine stimulation and nitric oxide-mediated ﬂow-
dilation signals, as uterine blood ﬂow increases from approximately
45 ml/min in the follicular phase to approximately 750 ml/min at
term [24,25]. The uterine arteries are responsive to oestrogens
[26,27], and their endothelial and smooth muscle cells are also rich
in receptors forhuman chorionic gonadotropin (hCG) [28]. These are
particularly dense on both cell types in the smaller resistance
branches of the artery, and a combination of in vitro and in vivo data
conﬁrms that administration of hCG causes vasodilation, mediated
through increased production of eicosanoids [29]. Placental growth
factor has also been shown to induce vasodilation of human endo-
metrial resistance arteries isolated from the lower uterine segment
during caesarean section [30]. This effect is mediated most likely
through the VEGFR-1 receptor, and acts partially through increased
nitric oxide production. Vascular endothelial growth factor itself is
also a potent dilator of the uterine artery in sheep [31].
The loss of smooth muscle from the walls of the spiral arteries
will indeed convert them into ﬂaccid conduits. The normal extent
of trophoblast invasion as far as the inner third of the myometrium
means that the highly vasoreactive myometrial segment of the
spiral arteries is included in the conversion process. Indeed, it is
intriguing that trophoblast invasion stops at this level, suggesting
the function it performs has been completed. The myometrial
segment of a spiral artery is responsive to steroid hormones, and is
substantially remodelled before and during pregnancy [17].
Nonetheless, some vasoreactivity does persist since narrowings,
almost to the point of occlusion, have been outlined radiographi-
cally in this segment in the human at mid-pregnancy [32].
It is notable that trophoblast invasion does not penetrate as far in
the rhesusmonkey, being restricted to the endometrium [14]. In this
species, spontaneous vasoconstriction of the myometrial spiralarteries may account for the radiographic ﬁndings that blood ﬂow
into the intervillous space from individual spiral arteries is inter-
mittent, even during periods of uterine relaxationwhenmyometrial
activity and maternal blood pressure are constant [33]. Thus, while
some arteries display continual inﬂow, others open and close on an
apparently randombasis. Furthermore, injectionof epinephrine into
the maternal circulation reduces both the number and size of the
maternal arterial spurts observed in a dose-responsivemanner [14].
The reduction is independent of uterine contractions, and with
sufﬁcient dosage all the spiral arteries can be constricted.
Equivalent studies have not been performed in the human, and
so the extent to which intermittent perfusion of the intervillous
space occurs in our species is uncertain. Radiographic images of
contrast medium entering the intervillous space reveal the char-
acteristic ‘doughnut rings’ in apparently random areas of the
placenta, suggesting that it may be the case. We have also observed
ultrasound evidence of brief periods of discontinuous ﬂow [34].
Recently, a combination of sonography, vascular casting and
oxygen measurements has shown that extensive shunting occurs
within the myometrium under the placental bed [35]. Whether the
formation of these shunts is related to trophoblast invasion is not
clear, but they are not observed in the opposite wall of the uterus.
Their presence means previous assumptions that the increased
uterine artery blood ﬂow in pregnancy is directed entirely into the
intervillous space via the spiral arteries need to be challenged (Fig. 2).
These shuntsmay bemerely one example of how a healthy pregnant
woman successfully reduces her systemic vascular resistance.
2.3. The intervillous circulation
From the mouth of a spiral artery the maternal blood is deliv-
ered into the villus-free central cavity of a lobule, as demonstrated
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villi. Lobules are variable in size depending on their position, with
larger ones of a diameter up to 3 cm being located centrally in the
disc. Moll and colleagues described the unique nature of the
intervillous circulation in the haemochorial placenta [25,37],
referring to the circulation as an open system in contrast to other
circulatory beds of the systemic circulation where blood traverses
from arteries via capillary beds to veins. Because the spiral arteries
open into the intervillous space that essentially is a large lake of
blood, there is little or no impedance to blood ﬂow. These investi-
gators considered the placenta to act as a large arterio-venous
shunt, and whilst that remains true, the concept must now be
extended to operate in parallel with the extensive shunts in the
myometrium [35]. Others have likened the passage of the maternal
blood between the villi to the percolation of ﬂuid through a porous
medium [38]. As the blood passes over the surface of the placental
villi materno-fetal exchange takes place, including the diffusion of
oxygen. This is evidenced by the fact that antioxidant enzyme
activity is higher in villous tissues sampled from the centre of
a lobule than in the periphery, indicating a gradient in the pre-
vailing oxygen concentration [39].3. Modelling ﬂow in the spiral arteries and the discharge into
the intervillous space
Given the substantial changes in the more proximal uterine
vasculature during pregnancy, the unique conversion of the distal
portions of the spiral arteries must have additional physiological
advantages other than to add in a small way to the overall reduction
in uteroplacental and systemic vascular resistance. In an attempt to
answer this question, we have modelled ﬂow in the spiral arteries
at term, and will consider the impact of conversion on four aspects
of ﬂow into the intervillous space that are critical for placental
exchange, namely the rate, pressure, constancy and volume of ﬂow.
We will then consider the impact on uterine arterial vascular
resistance.
The spiral arteries are modelled as being 10 mm in length, with
a pressure drop of 80 mmHg along their length. We have taken the
total ﬂow supplied to the uterus to be 750 ml/min [24], although as
discussed previously it is now uncertain whether all this volume of
maternal blood is delivered into the intervillous space. The volume
ﬂow rate Q through each artery is governed by the local Poiseuille
ﬂow relation
Q ¼ pr
4
8m
dp
dx
where r(x) is the local radius of the artery, with x the downstream
distance, p the pressure and m the viscosity of the blood. Here, we
have assumed that the change of the radius of the artery over
a distance comparable to the radius is small compared to the radius
so that, to leading order, the ﬂow is parallel to the downstream
direction x.
If the radius is constant along the length of the artery then the
pressure gradient is constant, and in this case Fig. 4a illustrates the
ﬂow rate as a function of the radius. Curves are given for blood
viscosities of 3 mPa s (upper curve) and 6 mPa s (lower curve),
which span the measurements provided for the end of pregnancy
[8]. We infer from this ﬁgure that for an artery with a radius in the
order of 0.2–0.25 mm (diameter 0.4–0.5 mm), as depicted by Harris
and Ramsey (Fig. 1c) [16], the ﬂow rate will be about 0.2–0.4 ml/s.
With smaller arteries, the ﬂow rate decreases rapidly given the
dependence of the ﬂow on the fourth power of the radius.
The mean ﬂow speed in the artery is in the order of 1–2 m/s, given
the ﬂow rate and cross-sectional area, as indicated in Fig. 4b.This simple calculation suggests that in the absence of any dila-
tion at the end of the artery a very high speed jet, of 1–2 m/s
depending on the viscosity and the exact radius, would enter the
intervillous space, and this would have considerable momentum.
Such aﬂowratewould implyaReynolds numberof theﬂowof about
20–80, and so the viscous stress will dominate the ﬂow resistance.
However, if there is a region of dilation in the artery near the
opening into the intervillous space, then the ﬂow speed will
decrease, and the overall ﬂow for a given pressure gradient will
increase. For example, in the simpliﬁed case that there is a linearly
divergent section of the artery in the region a< x< b, where x¼ b is
the terminal end of the artery, with the radius increasing according
to r¼ r0þ c(x a) in this terminal zone, from a ﬁxed radius r0
upstream to a ﬁnal radius r0þ c(b a), then for a given pressure
drop across the artery, the speed of the ﬂow entering the inter-
villous space decreases substantially as the increase in radius
becomes larger, as shown in the blue line in Fig. 5a. The ﬂow has
been calculated from the modiﬁed relation for the pressure drop as
a function of the ﬂow rate Q
DP ¼ 8mQ
pr40
"
a r
4
0
3cðr0 þ cðb aÞÞ3
þ r0
3c
#
In turn, the Reynolds number of the jet, given by Re¼ ur/nwhere
n is the kinematic viscosity of the blood, also decreases as it enters
the intervillous space as the amount that the distal end of the artery
diverges increases. In Fig. 5a, we assume the divergence occurs in
the last 3 mm of the artery, with the radius increasing from an
upstream value of 0.25–1.2 mm at the mouth as depicted by Harris
and Ramsey [16]. The effect of the dilation is to reduce the ﬂow
speed substantially down to values in the region of 10 cm/s from
the upstream values of 2–3 m/s, owing to the larger ﬂow area.
It is notable that the volume of ﬂow remains similar in both these
cases, with the non-diverging artery of radius 0.25 mm supplying
a ﬂow of 0.27 ml/s, and that with the dilated end providing 0.37 ml/s
in the present calculations. If we assume a ﬂow of 0.2–0.4 ml/s and
a total uterinebloodﬂowof750 ml/min, thenweestimate that 30–60
spiral arteries are required to deliver that ﬂow. This is towards the
lower end of the range given by Boyd and Hamilton [40], but
approximates closely to the estimate of 40–50 of Reynolds [41] based
on the number of lobules observed. As Boyd and Hamilton comment,
counts based on openings through the basal plate alone may over-
estimate the number of functional arteries. Remodelling during
pregnancy can leave some segments of the arteries redundant.
Finally, it is of interest to note how the pressure varies along the
spiral artery. It is seen that the pressure losses occur primarily
upstream of the dilation zone, and in this distal segment the
pressure is comparable to that of the intervillous space (Fig. 5b).
This equates with the pressures measured by Moll et al. in the
terminal parts of the spiral arteries in the rhesus monkey just
before they enter into the intervillous space [37].
4. Physiological consequences of spiral arterial conversion
Although we recognise the values derived from these calcula-
tions are approximations due to assumptions inherent in the
model, nonetheless they allow us to appreciate the physiological
consequences dependent on the terminal dilation. These will now
be considered in association with the other changes in arterial
structure associated with conversion.
4.1. Rate of inﬂow
The potential impact of the jets of maternal blood emerging
from the arteries within the intervillous space depends on the
Fig. 4. a) Graphs showing the relationship between the ﬂow volume and the radius of a spiral artery, assuming a length of 1 cm and a pressure drop of 80 mmHg. The upper curves
correspond to a viscosity of 3 mPa s and the lower curves to a viscosity of 6 mPa s. b) Graphs showing the relationship between the speed of ﬂow and the radius of a spiral artery,
assuming a constant radius and no dilation.
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from arteries with a diameter of 0.4 mm at a speed in the order of
1.0 m/s will tend to mix and entrain blood within the intervillous
space, but may require distances of a few millimetres to centi-
metres to decelerate to speeds in the order of 10 cm/s. In contrast,
the slower ﬂow from the dilated arteries will already emerge at
these lower speeds, and will continue to slow as it moves out.
Therefore, the potential damage of the momentum ﬂux in the
inﬂowing blood will be considerably smaller if the distal end of
the artery dilates (Fig. 6). Reynolds suggested that it is the force of
the maternal arterial spurts that shapes the placental lobules
towards the end of the ﬁrst trimester and forms the central cavities
[41]. However, if the incoming jet has too high a velocity it may
create villous damage as will be discussed later.
It is also of interest to estimate the time of travel through the
villous meshwork comprising the wall of a lobule before the blood
drains into the openings of the uterine veins. Typically, lobules have
a diameter of 2–3 cm, and so assuming they take the shape of
a hemisphere, and the incoming ﬂow passes uniformly through the
lobule, then the travel time with a ﬂow of order 0.2–0.4 ml/s is
about 10–20 s. This ﬁts closely with the value of 25 s for the
clearance of radiopaque dye from the intervillous space at term
[22]. The terminal villi have diameters in the order of 0.1 mm, and
the intervillous pores between them are of a similar scale. The
diffusion of oxygen through the plasma over distances of this scale
requires a time in the order of 5 s, assuming a diffusion coefﬁcient
of 1e9 m2/s. Therefore, the normal rate of ﬂow through the lobule
provides sufﬁcient time for oxygen exchange, and this may set the
scale for the lobules.Fig. 5. a) Graphs showing the relationship between speed of ﬂow on exit from the artery (so
curves correspond to a viscosity of 3 mPa s and the lower curves to a viscosity of 6 mPa s. No
exit velocity. b) Graph showing the pressure gradient along the non-dilated and dilated po4.2. Pressure of inﬂow
For effective diffusional exchange a thin barrier between the
maternal and fetal circulations needs to be maintained. In the
human, this is facilitated by the formation of vasculosyncytial
membranes where dilated fetal capillaries obtrude from the surface
of the villus, stretching the trophoblast covering and causing local
thinning [42]. In the haemochorial situation it is therefore essential
that the pressure in the intervillous space is lower than that in the
fetal capillaries, if compression of the latter is to be avoided. The
restriction of fetal blood ﬂow by external compression has been
referred to as the ‘sluice ﬂow’ phenomenon [43], and the archi-
tecture of the villous haemochorial placenta would seem tomake it
particularly vulnerable to this effect [25]. Most fetal red cells are
nucleated during the ﬁrst twomonths after conception, resulting in
a high blood viscosity and very high resistance to ﬂow that is
observed in vivo until around 14 weeks of gestation [44]. A high
pressure inside the intervillous space would therefore prevent the
establishment of a feto-placental circulation. Although, there is
morphological evidence of a preferential feto-yolk sac circulation
during the ﬁrst two months of pregnancy, there is also in vivo
evidence of a continuous systolic umbilical circulation from 7
weeks of gestation [45].
Experiments in which the maternal and fetal circulations of
term placentas were pressurised to different levels revealed that
the critical determinant of fetal capillary size, and hence mean
membrane thickness, is the pressure differential between the two
circulations, whatever the absolute values might be [46]. Evidence
that this principle holds in vivo comes from analysis of the effects oflid lines) and Reynolds number (dashed lines) with the radius of the artery. The upper
te that the scale for speed is logarithmic, so that dilation leads to a major reduction in
rtions of a converted spiral artery.
Fig. 6. Diagrammatic representation (not to scale) of the effects of spiral artery conversion on the inﬂow of maternal blood into the intervillous space and on lobule architecture
predicted by modelling. Dilation of the distal segment in normal pregnancies will reduce the velocity of incoming blood, and the residual momentum will carry the blood into the
central cavity (CC) of the lobule, from where it will disperse evenly through the villous tree. Transit time to the uterine vein is estimated to be in the order of 25–30 s, allowing
adequate time for oxygen exchange. The pressure of the maternal blood, indicated in mmHg by the ﬁgures in blue, will drop across the non-dilated segment of the spiral artery, the
dimensions of which are given alongside. In pathological pregnancies, where no or very limited conversion occurs, the maternal blood will enter the intervillous space at speeds of
1–2 m/s. The high Reynolds number predicts turbulent ﬂow, indicated by the circular arrows. We suggest that the high momentum ruptures anchoring villi (asterisked) and
displaces others to form echogenic cystic lesions (ECL) lined by thrombus (brown). The transit time will be reduced, so that oxygen exchange is impaired and blood leaves in the
uterine vein with a higher oxygen concentration than normal. Trophoblastic microparticulate debris (dotted) may be dislodged from the villous surface, leading to maternal
endothelial cell activation. Finally, the retention of smooth muscle cells (SMC) around the spiral artery will increase the risk of spontaneous vasoconstriction and ischaemia–
reperfusion injury.
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position the pregnant uterus compresses the inferior vena cava,
leading to a build-up in pressure and a reduction in intervillous
blood ﬂow [47,48]. At the same time there is a reversible increase in
the umbilical arterial resistance, indicating acute compression of
the fetal placental vessels [49]. It is essential therefore that the
transmembrane pressure differential is positive in a fetal to
maternal direction if the fetal capillaries are to remain distended.
As can be seen in Fig. 5b most of the maternal pressure drop occurs
across the non-dilated part of the artery, so that the pressure in the
terminal dilated section of the artery is equivalent to that in the
intervillous space.
4.3. Constancy of blood ﬂow
The effects on rate and pressure of inﬂow are mediated by the
terminal dilations of the spiral arteries, yet the vessels undergo
conversion as far as the inner third of the myometrium where the
vessel does not dilate to the same extent. As discussed earlier, we
speculate that the goal of this deeper invasion is to remove the
smooth muscle from the highly contractile segment of the spiral
artery in the junctional zone (Fig. 1b). Doing so will reduce the risk
of spontaneous vasoconstriction, and so the extent of intermittent
perfusion that might otherwise occur, as evinced by the rhesus
monkey. Ensuring an uninterruptible circulation to the placenta
must be of the utmost importance, since removal of the segment
that normally prevents excessive menstrual blood loss might
reasonably be expected to predispose the woman to an increased
risk of post-partum haemorrhage. Although experiments to
examine the effects of administration of catecholamines onuteroplacental perfusion cannot be performed in the human, it is
notable that patients with high levels of endogenous release
through phaeochromocytoma have an elevated fetal loss rate in the
second and third trimesters of pregnancy, which may be due to
excessive constriction of these segments [50].
For much of pregnancy intermittent placental perfusion may be
of little consequence, as the maternal blood retained within the
intervillous space will provide a supply of oxygen and nutrients to
tide the placental tissues over until the circulation restarts.
However, towards term, when fetal and placental oxygen extrac-
tion are at their maximum, even temporary cessation in the
circulation is likely to lead to a dip in the oxygen concentration
within the intervillous space. This will be exacerbated by the fact
that the volume of maternal blood acting as a reservoir around each
villus will decrease as the size of the intervillous pores diminishes
[51]. Fluctuating oxygen concentrations is a powerful inducer of
placental oxidative stress [52], and so any mismatch in maternal
supply and feto-placental demand may have signiﬁcant physio-
logical consequences.
Physiological conversionmay therefore be ameans bywhich the
conﬂicting requirements for vasoreactivity to support menstrua-
tion, and vaso-inactivity to support placental perfusion, can be met
within a single vessel.
4.4. Volume of intervillous blood ﬂow
Uterine artery blood ﬂow increases dramatically during
gestation in all mammalian species whether or not trophoblast
invasion occurs, and so is most likely an endocrine mediated
event. The dilatation of the human uterine artery initially
G.J. Burton et al. / Placenta 30 (2009) 473–482480observed by Burchell will be more than adequate to accommodate
the increase in uteroplacental ﬂow measured during pregnancy
[22,24]. As shown above, dilating the distal segment of a spiral
artery has a relatively modest effect on the total volume of ﬂow, as
the proximal unconverted segment of the parent radial artery will
always be rate-limiting.
4.5. Uteroplacental vascular resistance
Dilation of the distal segment of a spiral artery will reduce the
resistance to ﬂow within the vessel. One of the few studies to test
for correlation between Doppler assessments of uterine arterial
resistance and morphological quantiﬁcation of spiral arterial
trophoblast invasion in ﬁrst trimester pregnancies found that low-
resistance was associated with a greater proportion of the arteries
displaying endovascular trophoblast [53]. Equally, both the resis-
tance index and the pulsatility index have been reported to be
lower in spiral arteries in the central region of the placental bed
during the second trimester than in peripheral regions [54], and
these ﬁndings correlate closely with the normal pattern of extra-
villous trophoblast invasion [55]. However, a more recent study
found no difference between the two regions [56]. Any reduction in
resistance will increase ﬂow, and potentially lead to further dilation
of the artery through increased shear stress and nitric oxide-
mediated pathways in a feed-forward fashion. However, the rela-
tive contribution of this effect compared to other major changes
occurring during early pregnancy, such as unplugging of the spiral
arteries allowing free ﬂow of blood into the intervillous space
[57,58], is difﬁcult to estimate.
The recent evidence of Schaaps et al., who observed that the
resistance index in the uterine artery did not change following
delivery of the placenta, indicates that ﬂow through the spiral
arteries and the intervillous space has little impact on overall
resistance [35]. In addition, although there is usually a good
correlation between uterine artery waveforms and the incidence of
physiological conversion [59,60], this is not universal. Thus, Aar-
dema et al. recorded normal waveforms in 14 normal pregnancies,
of which 5 were found to have absent physiological conversion on
biopsy [61].
These data suggest that uterine artery vascular resistance may
be a proxy marker for trophoblast invasion, but that is not deter-
mined by it. Other factors, such as the release of vasoreactive
mediators, or inward eutrophic remodelling of the radial arteries,
may be more directly associated with uterine artery resistance
[53,62].
4.6. Overview
Reviewing these data it is clear that physiological conversion of
the spiral arteries has little impact on the volume of maternal blood
ﬂowing into the placenta. In all species this is likely to be mediated
by endocrine factors acting on the whole vascular arcade from the
uterine arteries onwards, and on maternal blood viscosity and
erythrocyte deformability. However, conversionwill have profound
effects on the rate of delivery, and on the constancy of the maternal
blood ﬂow. Ramsey et al. put this succinctly when they proposed
that the terminal dilatations formed an antechamber to the inter-
villous space in which the velocity and force of the maternal blood
is reduced [63]. In epitheliochorial and endotheliochorial placentas
the maternal blood is retained within a vascular network, with
resistance arterioles present between the arteries and the maternal
placental capillary bed. The same problems do not arise in this
conﬁguration, and this may explain why trophoblast invasion and
physiological conversion of the arteries are not seen in species with
these placentas.5. Pathological correlates of deﬁcient spiral arterial
conversion
It is well established that defective trophoblast invasion and
a failure to convert the spiral arteries is associated with early-onset
preeclampsia and FGR [11,17,64,65]. Quantitative studies are difﬁ-
cult to interpret because in most cases investigators are working
with small biopsy samples that may not accurately reﬂect changes
elsewhere in the placental bed [12]. Nonetheless, it appears that
there is a gradation between the normal and the preeclamptic state,
and that in both normal and preeclamptic cases the most exten-
sively converted vessels are to be found in the centre of the
placental bed [5,19]. Defective invasion and failure to convert the
arteries has also been associated with spontaneousmiscarriage and
premature rupture of the membranes [4,6,66]. On the basis of the
preceding analysis, what might the consequences of failed
conversion be for placental perfusion?When considering these, the
effects of deﬁcient conversion must be clearly separated from the
secondary pathology in the vessels that is often superimposed.
Firstly, the maternal blood will enter the intervillous space at
a greater velocity than normal, the calculations above indicating in
excess of 1 m/s (Fig. 6). In the past, we have termed this the ‘hose
effect’ [67], and on ultrasound the inﬂow appears as jet-like
streams surrounded by turbulence. The force is sufﬁcient to drive
apart the villous branches and form intervillous lakes (also called
maternal lakes). In contrast to the physiological central cavities of
lobules these lakes are often lined by thrombotic material, consis-
tent with the pattern of turbulent inﬂow. These have been termed
echogenic cystic lesions (ECL) and are of prognostic signiﬁcance
when uterine artery Doppler is abnormal [68].
In the most severe cases of deﬁcient arterial conversion the
intervillous circulation is abnormal from the beginning of the
second trimester, resulting in pronounced ultrasonographic
changes in texture that have led the organ to be described in vivo as
‘‘jelly-like’’ or ‘wobbly’ [67,69]. This refers to the overall appearance
of the placenta which has its chorionic plate pushed up by jet-like
streams. These gross morphological changes can be identiﬁed on
ultrasound as early as 14–15 weeks of gestation [69]. They are
thought to arise from reduced numbers of, or rupture of remaining,
anchoring villi (Fig. 6). Rupture of the anchoring villi will have
a profound effect on placental architecture, but will also interrupt
the supply of extravillous trophoblast, impairing further arterial
modiﬁcation.
In addition, even if blood entering at 1.0 m/s dilutes by a factor of
10–100 as it moves through a distance of a few millimetres to
a centimetres, it will traverse much of the lobule in the order of 1 s
as it decelerates and mixes. As a result, materno-fetal oxygen
exchange will be impaired, even though the total volume of blood
being supplied to the intervillous space from the arteries is
comparable to that from the dilated arteries. This could explain the
higher oxygen content in the uterine venous blood reported in
cases of FGR [70]. These high velocities may also damage the villous
surface at the microscopic level, causing the release of syncytial
sprouts and trophoblast fragments into the maternal circulation
that might then stimulate a maternal inﬂammatory response
[71,72].
Secondly, it is likely that defective trophoblastic invasion will
lead to a greater degree of intermittent perfusion of the intervillous
space as described above. There is general consensus that it is the
myometrial segments of the spiral arteries that are most affected in
early-onset preeclampsia and FGR [3]. Consequently, one would
expect the contractile segments to be retained, which will predis-
pose the placenta to hypoxia–reoxygenation. This is a potent
inducer of placental oxidative stress in vitro, and of many of the
changes seen in early-onset preeclampsia [73–75].
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associated with increased impedance within the spiral arteries in
cases of early-onset preeclampsia, although interestingly the
central/peripheral differential is still maintained [76]. The resis-
tance index in the uterine arteries is also increased in these
patients, although this may reﬂect changes in thewalls of the radial
arteries more than in the distal parts of the spiral arteries [62]. If so,
then the association between abnormal uterine artery Doppler and
severe early-onset preeclampsia may be as a result of high systemic
vascular resistance, as opposed to a defect in delivery of maternal
blood to the intervillous space.
It seems likely that failure of conversion of the spiral arteries
by itself will not inﬂuence the volume of maternal blood ﬂow to
the placenta, for this will be determined by upstream changes in
the rate-limiting radial and arcuate arteries. Thus, there is little
basis to assume that the placenta will be hypoxic, and indeed
there is no metabolic or other evidence to support this common
assumption in cases of preeclampsia [77,78]. However, secondary
pathology, such as acute atherosis and thrombosis does occur
within the radial and spiral arteries, and has been extensively
documented in preeclamptic pregnancies [11,17,79]. These
secondary changes are likely to have a major impact on inter-
villous blood ﬂow for they lead to a signiﬁcant reduction in the
calibre of the vessels, at least in non-perfused biopsy samples.
This may explain why placental villous infarction correlates with
decidual vasculopathy in the placental bed and abnormal uterine
artery Doppler, rather than with thrombophilic defects in the
mother [68,69]. Atherotic lesions could thus account for the
reduced placental perfusion reported in cases of early-onset
preeclampsia [48,80]. Despite this potential restriction to ﬂow, no
correlation was found between the incidence of such lesions and
the uterine artery waveform [61].
6. Remaining questions
What becomes clear from this review is that ﬂow through the
spiral arteries appears to play no role in determining the uterine
arterial waveform in either normal or pathological pregnancies.
Why then is there usually an association between the degree of
conversion and Doppler indices of resistance to blood ﬂow such as
the pulsatility index? If we accept that endocrine mediated dilation
of the radial and arcuate arteries, and the formation of myometrial
arterio-venous anastomoses are themajor determinants of vascular
resistance in the uteroplacental circulation, then it is possible to
speculate as to how the two may be linked. It is becoming
increasingly clear that some form of preconditioning of the spiral
arteries precedes trophoblast invasion of the vessel walls, and this
may well be endocrine mediated [10,11,17,81,82]. Deﬁcient
conversion may therefore reﬂect either an inadequate pre-
conditioning signal or a lack of responsiveness of the cells in the
vessel wall to that stimulus, rather than reduced trophoblast
invasion as previously thought. In either case, if the same principle
applies to the more proximal parts of the vascular network then
deﬁcient conversionmay be associated with reduced dilation of the
arcuate and radial arteries, and hence increased resistance, through
a common mechanism.
Further research is also required to determine the morpholog-
ical correlates of vascular resistance within the uteroplacental
vasculature, and to investigate, for example using gadolinium-
enhanced MRI, if myometrial arterio-venous anastomoses are less
frequent or sizeable in pathological pregnancies with abnormal
uterine artery Doppler. However, it is clear that when considering
the impact of deﬁcient conversion of the spiral arteries by itself on
intervillous blood ﬂow we should be thinking in terms of the
velocity, pressure and constancy of the maternal inﬂow, and bear inmind that there may be associated secondary changes that have
a greater impact on the volume of that ﬂow.
Acknowledgements
GJB and EJ gratefully acknowledge the support of the Wellcome
Trust (069027/Z/02/Z) for their research.
References
[1] Gordon MC. Maternal physiology. In: Gabbe SG, Niebyl JR, Simpson JL, editors.
Obstetrics. Normal and problem pregnancies. Philadelphia: Churchill Living-
stone; 2007. p. 55–84.
[2] Clapp 3rd JF, Capeless E. Cardiovascular function before, during, and after the
ﬁrst and subsequent pregnancies. Am J Cardiol 1997;80:1469–73.
[3] Khong TY, De Wolf F, Robertson WB, Brosens I. Inadequate maternal vascular
response to placentation in pregnancies complicated by pre-eclampsia and by
small-for-gestational age infants. Br J Obstet Gynaecol 1986;93:1049–59.
[4] Khong TY, Liddell HS, Robertson WB. Defective haemochorial placentation as
a cause of miscarriage. A preliminary study. Br J Obstet Gynaecol
1987;94:649–55.
[5] Meekins JW, Pijnenborg R, Hanssens M, McFadyen IR, Van Assche FA. A study
of placental bed spiral arteries and trophoblast invasion in normal and severe
pre-eclamptic pregnancies. Br J Obstet Gynaecol 1994;101:669–74.
[6] Kim YM, Chaiworapongsa T, Gomez R, Bujold E, Yoon BH, Rotmensch S, et al.
Failure of the physiologic transformation of the spiral arteries in the placental
bed in preterm premature rupture of membranes. Am J Obstet Gynecol
2002;187:1137–42.
[7] Thorburn J, Drummond MM, Whigham KA, Lowe GD, Forbes CD, Prentice CR,
et al. Blood viscosity and haemostatic factors in late pregnancy, pre-eclampsia
and fetal growth retardation. Br J Obstet Gynaecol 1982;89:117–22.
[8] Heilmann L. Blood rheology and pregnancy. Baillieres Clin Haematol
1987;1:777–99.
[9] Kaufmann P, Black S, Huppertz B. Endovascular trophoblast invasion: impli-
cations for the pathogenesis of intrauterine growth retardation and
preeclampsia. Biol Reprod 2003;69:1–7.
[10] Lyall F. Priming and remodelling of human placental bed spiral arteries during
pregnancyda review. Placenta 2005;26(Suppl. A):S31–6.
[11] Pijnenborg R, Vercruysse L, Hanssens M. The uterine spiral arteries in human
pregnancy: facts and controversies. Placenta 2006;27:939–58.
[12] Espinoza J, Romero R, Mee Kim Y, Kusanovic JP, Hassan S, Erez O, et al. Normal
and abnormal transformation of the spiral arteries during pregnancy. J Perinat
Med 2006;34:447–58.
[13] Adamsons K, Myers RE. Circulation in the intervillous space; obstetrical
considerations in fetal deprivation. In: Gruenwald P, editor. The placenta and
its maternal supply line. Effects of insufﬁciency on the fetus. Lancaster:
Medical and Technical Publishing Co. Ltd.; 1975. p. 158–77.
[14] Ramsey EM, Donner MW. Placental vasculature and circulation. Anatomy,
physiology, radiology, clinical aspects, atlas and textbook. Stuttgart: Georg
Thieme; 1980. p. 101.
[15] Bartelmez GW. The form and functions of the uterine blood vessels in the
rhesus monkey. Contrib Embryol 1957;36:153–82.
[16] Harris JWS, Ramsey EM. The morphology of human uteroplacental vascula-
ture. Contrib Embryol 1966;38:43–58.
[17] Brosens JJ, Pijnenborg R, Brosens IA. The myometrial junctional zone spiral
arteries in normal and abnormal pregnancies. Am J Obstet Gynecol
2002;187:1416–23.
[18] Markee JE. Menstruation in intraocular endometrial transplants in the rhesus
monkey. Contrib Embryol 1940;28:219–308.
[19] Brosens IA. The utero-placental vessels at term – the distribution and extent of
physiological changes. Trophoblast Res 1988;3:61–7.
[20] Hustin J, Schaaps JP, Lambotte R. Anatomical studies of the utero-placental
vascularisation in the ﬁrst trimester of pregnancy. Trophoblast Res 1988;3:
49–60.
[21] Arts NFT. Investigations on the vascular system of the placenta. Part II. The
maternal vascular system. Am J Obstet Gynecol 1961;82:159–66.
[22] Burchell C. Arterial blood ﬂow in the human intervillous space. Am J Obstet
Gynecol 1969;98:303–11.
[23] Makikallio K, Tekay A, Jouppila P. Uteroplacental hemodynamics during early
human pregnancy: a longitudinal study. Gynecol Obstet Invest 2004;58:
49–54.
[24] Kliman HJ. Uteroplacental blood ﬂow. The story of decidualisation, menstru-
ation and trophoblast invasion. Am J Pathol 2000;157:1759–68.
[25] Moll W. Structure adaptation and blood ﬂow control in the uterine arterial
system after hemochorial placentation. Eur J Obstet Gynecol Reprod Biol
2003;110:S19–27.
[26] de Ziegler D, Bessis R, Frydman R. Vascular resistance of uterine arteries:
physiological effects of estradiol and progesterone. Fertil Steril 1991;55:775–9.
[27] Jauniaux E, Jurkovic D, Delogne-Desnoek J, Meuris S. Inﬂuence of human
chorionic gonadotrophin, oestradiol and progesterone on uteroplacental and
corpus luteum blood ﬂow in normal early pregnancy. Hum Reprod
1992;7:1467–73.
G.J. Burton et al. / Placenta 30 (2009) 473–482482[28] Toth P, Li X, Rao CV, Lincoln SR, Sanﬁlippo JS, Spinnato 2nd JA, et al. Expression
of functional human chorionic gonadotropin/human luteinizing hormone
receptor gene in human uterine arteries. J Clin Endocrinol Metab 1994;79:
307–15.
[29] Toth P, Lukacs H, Gimes G, Sebestyen A, Pasztor N, Paulin F, et al. Clinical
importance of vascular LH/hCG receptors – a review. Reprod Biol 2001;1:5–11.
[30] Osol G, Celia G, Gokina N, Barron C, Chien E, Mandala M, et al. Placental
growth factor is a potent vasodilator of rat and human resistance arteries. Am
J Physiol Heart Circ Physiol 2008;294:H1381–7.
[31] David AL, Torondel B, Zachary I, Wigley V, Abi-Nader K, Mehta V, et al. Local
delivery of VEGF adenovirus to the uterine artery increases vasorelaxation and
uterine blood ﬂow in the pregnant sheep. Gene Ther 2008;15:1344–50.
[32] Borell U, Fernstro¨m I, Ohlson L, Wiqvist N. Inﬂuence of uterine contractions on
the uteroplacental blood ﬂow at term. Am J Obstet Gynecol 1965;93:44–57.
[33] Martin CB, McGaughey HS, Kaiser IH, Donner MW, Ramsey EM. Intermittent
functioning of the uteroplacental arteries. Am J Obstet Gynecol 1964;90:
819–23.
[34] Jauniaux E, Burton GJ. Placental circulations. In: Yagel S, editor. Fetal cardi-
ology: embryology, genetics, physiology, echocardiographic evaluation, diag-
nosis and perinatal management of cardiac diseases. London: Informa
Healthcare; 2008. p. 41–56.
[35] Schaaps JP, Tsatsaris V, Gofﬁn F, Brichant JF, Delbecque K, Tebache M, et al.
Shunting the intervillous space: new concepts in human uteroplacental
vascularization. Am J Obstet Gynecol 2005;192:323–32.
[36] Wigglesworth JS. Vascular anatomy of the human placenta and its signiﬁcance
for placental pathology. J Obstet Gynaecol Br Commonw 1969;76:979–89.
[37] Moll W, Ku¨nzel W, Herberger J. Hemodynamic implications of hemochorial
placentation. Eur J Obstet Gynecol Reprod Biol 1975;5:67–74.
[38] Schmid-Schonbein H. Conceptional proposition for a speciﬁc microcirculatory
problem: maternal blood ﬂow in hemochorial multivillous placentae as
percolation of a ‘‘porous medium’’. Trophoblast Res 1988;3:17–38.
[39] Hempstock J, Bao Y-P, Bar-Issac M, Segaren N, Watson AL, Charnock Jones DS,
et al. Intralobular differences in antioxidant enzyme expression and activity
reﬂect oxygen gradients within the human placenta. Placenta 2003;24:
517–23.
[40] Boyd JD, Hamilton WJ. The human placenta. Cambridge: Heffer and Sons;
1970. p. 365.
[41] Reynolds SRM. Formation of fetal cotyledons in the hemochorial placenta. A
theoretical consideration of the functional implications of such an arrange-
ment. Am J Obstet Gynecol 1966;94:425–39.
[42] Burton GJ, Tham SW. The formation of vasculo-syncytial membranes in the
human placenta. J Dev Physiol 1992;18:43–7.
[43] Power GG. The placental sluice; maternal effects on the fetal circulation. In:
Longo LD, Bartels H, editors. Respiratory gas exchange and blood ﬂow in the
placenta. Bethesda, Maryland: US Department of Health, Education and
Welfare; 1972. p. 191–205.
[44] Jauniaux E, Poston L, Burton GJ. Placental-related diseases of pregnancy:
involvement of oxidative stress and implications in human evolution. Hum
Reprod Update 2006;12:747–55.
[45] Jauniaux E, Jurkovic D, Campbell S. In vivo investigations of anatomy and
physiology of early human placental circulations. Ultrasound Obstet Gynecol
1991;1:435–45.
[46] Karimu AL, Burton GJ. The effects of maternal vascular pressure on the
dimensions of the placental capillaries. Br J Obstet Gynaecol 1994;101:57–63.
[47] Kauppila A, Koskinen M, Puolakka J, Tuimala R, Kuikka J. Decreased inter-
villous and unchanged myometrial blood ﬂow in supine recumbency. Obstet
Gynecol 1980;55:203–5.
[48] Lunell NO, Nylund LE, Lewander R, Sarby B. Uteroplacental blood ﬂow in pre-
eclampsia measurements with indium-113m and a computer-linked gamma
camera. Clin Exp Hypertens B 1982;1:105–17.
[49] van Katwijk C, Wladimiroff JW. Effect of maternal posture on the umbilical
artery ﬂow velocity waveform. Ultrasound Med Biol 1991;17:683–5.
[50] Harper MA, Murnaghan GA, Kennedy L, Hadden DR, Atkinson AB. Phaeo-
chromocytoma in pregnancy. Five cases and a review of the literature. Br J
Obstet Gynaecol 1989;96:594–606.
[51] Mayhew TM, Wadrop E. Placental morphogenesis and the star volumes of
villous trees and intervillous pores. Placenta 1994;15:209–17.
[52] Hung TH, Skepper JN, Burton GJ. In vitro ischemia–reperfusion injury in term
human placenta as a model for oxidative stress in pathological pregnancies.
Am J Pathol 2001;159:1031–43.
[53] Prefumo F, Sebire NJ, Thilaganathan B. Decreased endovascular trophoblast
invasion in ﬁrst trimester pregnancies with high-resistance uterine artery
Doppler indices. Hum Reprod 2004;19:206–9.
[54] Matijevic R, Meekins JW, Walkinshaw SA, Neilson JP, McFadyen IR. Spiral
artery blood ﬂow in the central and peripheral areas of the placental bed in
the second trimester. Obstet Gynecol 1995;86:289–92.[55] Pijnenborg R, Bland JM, Robertson WB, Dixon G, Brosens I. The pattern of
interstitial trophoblastic invasion of the myometrium in early human preg-
nancy. Placenta 1981;2:303–16.
[56] Hsieh YY, Chang CC, Tsai HD, Lee CC, Tsai CH. Longitudinal Doppler sono-
graphic measurements of vascular impedance in the central and peripheral
spiral arteries throughout pregnancy. J Clin Ultrasound 2000;28:78–82.
[57] Schaaps JP, Hustin J. In vivo aspect of the maternal-trophoblastic border
during the ﬁrst trimester of gestation. Trophoblast Res 1988;3:39–48.
[58] Burton GJ, Jauniaux E, Watson AL. Maternal arterial connections to the
placental intervillous space during the ﬁrst trimester of human pregnancy;
the Boyd collection revisited. Am J Obstet Gynecol 1999;181:718–24.
[59] Lin S, Shimizu I, Suehara N, Nakayama M, Aono T. Uterine artery Doppler
velocimetry in relation to trophoblast migration into the myometrium of the
placental bed. Obstet Gynecol 1995;85:760–5.
[60] Sagol S, Ozkinay E, Oztekin K, Ozdemir N. The comparison of uterine artery
Doppler velocimetry with the histopathology of the placental bed. Aust N Z J
Obstet Gynaecol 1999;39:324–9.
[61] Aardema MW, Oosterhof H, Timmer A, van Rooy I, Aarnoudse JG. Uterine
artery Doppler ﬂow and uteroplacental vascular pathology in normal preg-
nancies and pregnancies complicated by pre-eclampsia and small for gesta-
tional age fetuses. Placenta 2001;22:405–11.
[62] Ong SS, Baker PN, Mayhew TM, Dunn WR. Remodeling of myometrial radial
arteries in preeclampsia. Am J Obstet Gynecol 2005;192:572–9.
[63] Ramsey EM, Harris JWS. Comparison of the uteroplacental vasculature and
circulation in the rhesus monkey and man. Contrib Embryol 1966;38:59–70.
[64] Gerretsen G, Huisjes HJ, Elema JD. Morphological changes of the spiral arteries
in the placental bed in relation to pre-eclampsia and fetal growth retardation.
Br J Obstet Gynaecol 1981;88:876–81.
[65] Lyall F. The human placental bed revisited. Placenta 2002;23:555–62.
[66] Hustin J, Jauniaux E, Schaaps JP. Histological study of the materno-embryonic
interface in spontaneous abortion. Placenta 1990;11:477–86.
[67] Jauniaux E, Ramsay B, Campbell S. Ultrasonographic investigation of placental
morphologic characteristics and size during the second trimester of preg-
nancy. Am J Obstet Gynecol 1994;170:130–7.
[68] Viero S, Chaddha V, Alkazaleh F, Simchen MJ, Malik A, Kelly E, et al. Prognostic
value of placental ultrasound in pregnancies complicated by absent end-dia-
stolic ﬂow velocity in the umbilical arteries. Placenta 2004;25:735–41.
[69] Toal M, Chan C, Fallah S, Alkazaleh F, Chaddha V, Windrim RC, et al. Usefulness
of a placental proﬁle in high-risk pregnancies. Am J Obstet Gynecol
2007;196(363):e1–7.
[70] Pardi G, Cetin I, Marconi AM, Bozzetti P, Buscaglia M, Makowski EL, et al.
Venous drainage of the human uterus: respiratory gas studies in normal and
fetal growth-retarded pregnancies. Am J Obstet Gynecol 1992;166:699–706.
[71] Crocker IP, Brownbill P, Hutchinson ES, Shah M, Sibley CP, Paker PN. Irregular
intervillous haemodynamics in the placental pathophysiology of pre-
eclampsia. J Soc Gynecol Investig 2006;13(Suppl.):232A.
[72] Burton GJ, Jones CJP. Syncytial knots, sprouts, apoptosis and trophoblast
deportation from the humanplacenta. Taiwan J Obstet Gynecol 2009;48:28–37.
[73] Hung T-H, Skepper JN, Charnock-Jones DS, Burton GJ. Hypoxia/reoxygenation:
a potent inducer of apoptotic changes in the human placenta and possible
etiological factor in preeclampsia. Circ Res 2002;90:1274–81.
[74] Hung T-H, Charnock-Jones DS, Skepper JN, Burton GJ. Secretion of tumour
necrosis factor-a from human placental tissues induced by hypoxia–reox-
ygenation causes endothelial cell activation in vitro: a potential mediator of
the inﬂammatory response in preeclampsia. Am J Pathol 2004;164:1049–61.
[75] Soleymanlou N, Wu Y, Wang JX, Todros T, Ietta F, Jurisicova A, et al. A novel
Mtd splice isoform is responsible for trophoblast cell death in pre-eclampsia.
Cell Death Differ 2005;12:441–52.
[76] Matijevic R, Johnston T. In vivo assessment of failed trophoblastic invasion of
the spiral arteries in pre-eclampsia. Br J Obstet Gynaecol 1999;106:78–82.
[77] Bloxham DL, Bullen BE, Walters BNJ, Lao TT. Placental glycolysis and energy
metabolism in preeclampsia. Am J Obstet Gynecol 1987;157:97–101.
[78] Burton GJ, Jauniaux E. Placental oxidative stress; from miscarriage to
preeclampsia. J Soc Gynecol Invest 2004;11:342–52.
[79] Brosens I. A studyof the spiral arteries of the deciduabasalis in normotensive and
hypertensive pregnancies. J Obstet Gynaecol Br Commonw 1964;71:222–30.
[80] Redman CWG, Sacks GP, Sargent IL. Preeclampsia: an excessive maternal
inﬂammatory response to pregnancy. Am J Obstet Gynecol 1999;180:499–506.
[81] Nanaev A, Chwalisz K, Frank HG, Kohnen G, Hegele-Hartung C, Kaufmann P.
Physiological dilation of uteroplacental arteries in the guinea pig depends on
nitric oxide synthase activity of extravillous trophoblast. Cell Tissue Res
1995;282:407–21.
[82] Craven CM, Morgan T, Ward K. Decidual spiral artery remodelling begins
before cellular interaction with cytotrophoblasts. Placenta 1998;19:241–52.
[83] Bartelmez GW. Histological studies on the menstruating mucous membrane of
the human uterus. Contrib Embryol 1933;24:141–86.
